The porphyrinogenic effect of simvastatin in experimental systems.
Attacks of acute hepatic porphyria have been previously reported to be frequently associated with transient hypercholesterolemia. This investigation was undertaken in order to establish whether the hypocholesterolemic effect of simvastatin (MK-733) is associated with inhibition of porphyrin metabolism. In two experimental models of acute hepatic porphyria--monolayers of chick embryo liver cells induced by DDC, and diethoxycarbonyl dihydrocollidine (DDC) injected rats--simvastatin was shown to increase porphyrin formation. A similar increasing effect was observed in a system which mimics the latent phase of porphyria, non-induced monolayers of chick embryo liver cells. We conclude that simvastatin is a porphyrogenic drug and should therefore be used with extreme caution in patients with hypercholesterolemia who also have latent porphyria. Its administration should be discontinued, at least temporarily, in patients with hypercholesterolemia during acute attacks of hepatic porphyria.